ABSTRACT Objective: The aim of our study is to assess the association between preoperative level of activity and recovery after breast cancer surgery measured as hospital stay, length of sick leave and self-assessed physical and mental recovery.
INTRODUCTION
The level of physical activity (PA) is associated with the development and prognosis of several chronic diseases. Physical inactivity is considered to be the fourth most important risk factor for overall death by the WHO, 1 not least due to its effect on cardiovascular disease and its strong association with different forms of cancer, including colorectal and breast cancer. 2 3 Therefore, in the pursuit of increased health, increased PA in the population is of great importance.
Increased PA after breast cancer diagnosis has been associated with decreased breast cancer-specific and overall mortality. 4 5 The length of postoperative recovery is of immense importance both for the patient's well-being and for the costs of society. In recent years, several attempts have been made to enhance recovery after surgical treatment. One well-known programme, dealing with recovery after colorectal surgery, 6 includes early mobilisation as well as early nutrition and has been shown to reduce the length of hospital stay by 2.5 days and to significantly lower the rate of postoperative complications. 7 Often measured in terms of hospital stay and sick leave, patients'
Strengths and limitations of this study ▪ A prospective series of patients at two breast cancer units in Sweden. Few exclusion criteria and the short time period for inclusion leave little room for changes in clinical practice. The use of a validated question for assessment of physical activity is another strength. ▪ In observational studies such as this, associations are found and discussed. However, as with other observational studies, it is not possible to determine the exact cause and effect. There might be other important factors, left out from the analyses, that would otherwise have an effect on its result. Another weakness is that we do not have access to information regarding the tumour stage, which may be of importance for mental and physical recovery as well as hospital stay and time of sick leave.
own assessment of postoperative recovery may be added to widen the understanding of postoperative recovery. The lifestyle of a patient has been shown to have an impact on enhanced recovery. For example, smoking and alcohol abuse are known to reduce the speed of recovery. Postoperative PA, however, increases well-being during cancer treatment 8 9 and may have a potential role to enhance recovery. In patients undergoing treatment for breast cancer, increased PA has been reported to reduce fatigue, and to increase quality of life (QoL) and cardiorespiratory fitness. [10] [11] [12] [13] [14] Enhancing an individual's functional capacity before surgery, that is, prehabilitation, has been reported to be beneficial in other areas of surgery such as colorectal cancer 15 and thoracic surgery. 16 However, little is known about the role of preoperative PA for the immediate postoperative recovery after breast cancer surgery. Thus, the aim of the present study is to assess the association of preoperative PA with postoperative recovery. The primary outcome measure is length of hospital stay. Secondary outcome measures are length of sick leave, and self-assessed mental and physical recovery at 3 and 6 weeks after surgery, in patients operated because of breast cancer.
Patients and method
Patients scheduled to undergo breast cancer surgery, between February and November 2013, at two participating hospitals in the Western Region of Sweden, were asked to answer questionnaires before the operation as well as at 3 and 6 weeks after the operation. The exclusion criteria in the cohort study were no signed informed consent as well as the inability to understand written and spoken information. Figure 1 presents the flow of patients in the study. In total 257 patients were asked to participate in the study; 37 were excluded due to exclusion criteria and 220 patients continued to answer the first questionnaire. The questionnaires were designed by an expert panel consisting of surgeons, cardiologists with a special interest in PA, statisticians and nurses specialised in surgery, using well-validated methods. 17 Thereafter, the questionnaire was validated face to face by patients undergoing breast cancer surgery using validation methods described previously. 17 18 Preoperative information Information concerning possible factors that may affect postoperative rehabilitation was retrieved from the preoperative questionnaire, including age, body mass index (BMI), marital status, comorbidity (hypertension, diabetes, hyperlipidaemia), depression, preoperative pain, general QoL, as well as smoking (yes/no) and alcohol habits. Moderate/heavy consumption for alcohol was set at 1 unit at least once per week during the last month. QoL was measured using the validated instrument EQ5D visual analogue scale (0-100), 13 19 and general QoL, physical health and mental well-being were assessed in an ordinal seven-point Likert-type response format. 20 The patients indicated one of seven numbers on a line anchored by, for example, 'no mental wellbeing' and 'the best possible mental well-being'. The answers 0-6 were dichotomised into 0-2 and 3-6. Depression was evaluated with one single question with the answer options 'yes', 'no' and 'I don't know'. This question has previously been found to correlate well with established depression scales. 21 Physical activity PA was assessed using the self-reported four-level Saltin-Grimby Physical Activity Level Scale (SGPALS), 22 where patients answered the following question referring to the past week: 'How much do you move and exert yourself physically during leisure time? If your activity varies greatly try to estimate an average'. The answering categories were: 1. Spending time in running, orienteering, skiing, swimming, soccer, European handball, etc several times per week. In our cohort, only one patient considered her activity to be regular, hard physical training, and therefore groups 3 and 4 were merged into one in the analyses below, as has been described previously. 23 SGPALS has Figure 1 Flow chart of patients eligible for the study.
been shown to have a high validity and reliability, being associated to cardiovascular risk factors, 24 25 morbidity as well as mortality. 23 26 Perioperative information Information regarding type of operation, associated surgery and metastasis in axillary lymph node or elsewhere was retrieved from hospital administration systems using surgical codes and International Classification of Diseases (ICD) 10 diagnoses. Surgery was divided into partial mastectomy versus mastectomy and associated surgery into axillary lymph node dissection versus sentinel lymph node biopsy/no axillary surgery. ICD diagnosis C773 was used to identify patients with disseminated disease.
Postoperative recovery Three and 6 weeks after the operation, a secondary questionnaire regarding postoperative rehabilitation was sent to the patients after a preceding phone call by a research nurse. Postoperative recovery was measured as hospital stay (days), length of sick leave (weeks) and the degree of postoperative physical and mental recovery.
Length of sick leave was measured in weeks, derived from the information given by the patient in the questionnaire. In the analyses, a cut-off was set after 3 weeks of sick leave, according to guidelines from the National Board of Health and Welfare 27 outlined for patients operated by sector resection.
Length of hospital stay was retrieved using the hospital record and calculated in days, from the day of operation until the day the patient left the hospital.
Postoperative physical and mental recovery was self-assessed using the following question: 'To what extent do you feel physically/mentally fully recovered?' Answering categories were: 1. Not at all; 2. I feel recovered up to 25%; 3. I feel recovered up to 50%; 4. I feel recovered up to 75%; 5. I feel completely recovered.
The answers were dichotomised into highly recovered (75-100%) and incomplete recovery (0-50%) for physical and mental recovery, respectively. For the outcome analyses, the relative chance of being highly recovered was calculated at 3 weeks.
Statistical analysis
All data were collected in a database and statistical analysis was performed using SAS V.9.3 software (SAS Institute). Patient characteristics were summarised descriptively. To assess the objective of the study, a Poisson regression model with a robust error variance and with PA as a fixed effect was used. 28 Variables deemed to influence postoperative recovery were prespecified as age, type of surgery, smoking status, alcohol consumption and marital status. These variables were adjusted for in the model by including them as additional factors in a multivariable model. Results were reported as relative risk, 95% CIs and p values from Wald tests. No correction for multiple testing was made and results should therefore be regarded as an interesting finding rather than as conclusive evidence. Loss to follow-up was addressed with a dropout analysis, aiming at finding the difference in baseline characteristics between participants who continued in the study and those lost to follow-up.
Permission to conduct the study was obtained from the Regional Ethics Board in Gothenburg, 2012-04-05 with DNR 180-12. The protocol was registered at clinicaltrials.gov 2013-12-12, with Clinicaltrials.gov identifier NCT01707121.
RESULTS
In total, 220 patients, 219 women and 1 man, were included in the study and answered the first preoperative questionnaire. Eighty-five per cent (188 patients) answered the second questionnaire after 3 weeks and 82% (180 patients) answered all three questionnaires. Baseline patient and operative characteristics are seen in table 1. Output characteristics versus level of PA are to be found in online supplementary material.
Fourteen per cent (31/220) of the patients assessed themselves as physically inactive at baseline and 61% (135/220) as exerting some light PA. One-fifth (43/220) rated themselves as more active (level 3+4), while 5% (11/220) did not answer the question. Inactive patients at baseline had a significantly higher BMI, a higher proportion of comorbidities, a lower QoL, as well as a lower mental well-being. In the dropout analysis, no difference in baseline characteristics, as outlined in table 1, was seen between patients who continued in the study and those who dropped out before week 3 (n=40).
Hospital stay and length of sick leave
The relative chance of having a hospital stay for <2 days is listed in table 2 as relative risk (RR). The majority of patients, 91% (186/205), stayed 0-1 day at the hospital while 19 patients stayed beyond the first day. Four patients, all operated with mastectomy, were in need of a reoperation due to bleeding. They had a longer hospital stay of 4, 5, 5 and 9 days, respectively. Patients subjected to a more extensive surgery such as mastectomy and axillary lymph node dissection had a higher risk for a long hospital stay compared to patients who underwent partial mastectomy, RR for a short hospital stay 0.88 (0.78 to 1.0) and sentinel lymph node dissection, RR for a short hospital stay 0.82 (0.70 to 0.96). Smokers and participants with a moderate/higher alcohol consumption had a shorter hospital stay compared to nonsmokers and patients with a low alcohol consumption, RR 1.08 (1.00 to 1.16) and 1.10 (1.01 to 1.19).
Fifty-two patients (43%), aged 66 years or less, were on sick leave for more than 3 weeks. The preoperative level of PA did not have any significant association with time of sick leave, and nor did any of the other lifestyle factors included in the multivariate analysis shown in table 3.
Self-assessed physical and mental recovery
The relative chances of feeling physically or mentally recovered, at 3 weeks postoperatively, are listed in tables 4 and 5 as relative risk. Patients who assessed their preoperative PA to be higher; that is, grade 3 or 4, had an 85% increased chance of feeling physically recovered at 3 weeks after the operation, RR 1.85 (1.20 to 2.85). The association was not sustained after 6 weeks, 1.17 (0.92 to 1.49). Patients operated with an axillary lymph node dissection had a smaller chance of feeling physically recovered at 3 weeks than patients undergoing sentinel lymph node biopsy or none at all, 0.74 (0.57 to 0.97).
The level of PA did not matter significantly for mental recovery, whereas marital status did, as shown in table 5. Participants in a relationship but living alone had a decreased chance of feeling mentally recovered compared to participants who were married or cohabiting, RR 0.77 (0.61 to 0.97). The effect was sustained after 6 weeks, 0.80 (0.68 to 0.95). Follow-up at 6 weeks After 6 weeks, no differences were seen between the analysed lifestyle factors for sick leave, nor for physical recovery.
DISCUSSION
The main finding of this study is that the preoperative PA level is positively associated with an enhanced physical recovery after breast cancer surgery. More extensive surgery was associated with a longer hospital stay and a smaller chance of feeling physically recovered after 3 weeks. After 6 weeks, this difference is reduced to nonsignificance level since most patients, independent of the type of operation, preoperative PA level or other lifestyle factor studied, consider themselves to be recovered. Being in a relationship, but living alone was associated with slower mental recovery postoperatively compared to those being married or cohabiting. However, our primary end point sick leave was not affected by any of the studied lifestyle factors, including PA.
Strength and weaknesses of the study
The strength of this study is that it is a prospective series of patients at two breast cancer units in Sweden. Few exclusion criteria and the short time period for inclusion leave little room for changes in clinical practice. Another strength is the use of a validated question for assessment of PA. This single question, SGPALS, is easy to use in clinical practice and has been validated against cardiovascular risk factors, morbidity and mortality. Rödjer et al 23 showed that SGPALS correlated to waist circumference, resting heart rate and levels of plasma glucose, serum triglycerides and low-density lipoproteins. Of 1903 women, randomly chosen and living in the western part of Sweden, 9% of women considered themselves to be inactive, 66% exerted some light PA and 25% perceived themselves to be moderately or vigorously physically active, 23 proportions well correlated to what we found in our study and therefore indicating that the 119 women included in our study may well be representative of the normal population selected only for surgery.
In observational studies such as this, associations are found and discussed. However, as with other observational studies, it is not possible to determine the exact cause and effect. For example, PA measured by SGPALS has also been found to correlate well with stress and mental health. In our study we did not determine mental health, and therefore it is not possible to differentiate between the direct effect of a high level of PA and god mental health as possible causes for enhanced recovery. There might be other important factors, left out from the analyses, that would otherwise have had an effect on its result. *Moderate/heavy consumption equals more than 1 unit/week. †Levels of physical activity are categorised accordingly: (1) physically inactive, (2) some light physical activity, (3) regular physical activity and training and (4) regular hard physical training for competition sports. RR, relative risk. A limitation of our study is that there were eligible patients who were not included since the study nurse was not available at all hours. Another weakness is that we do not have access to information regarding tumour stage nor planned adjuvant therapy. However, patients in the cohort studied were given the response of their pathological examination 4 weeks after surgery when adjuvant therapy was decided on. Therefore, the initial hospital stay, initial sick leave and physical and mental recovery ought not to be affected by this.
Interpretation of study
This study adds to the evidence in favour of PA in patients undergoing treatment for breast cancer, showing an enhanced recovery in patients who preoperatively were more active. This is in line with earlier studies where increased PA in women treated for breast cancer is associated with an increase in QoL with longterm effect, 29 decreased fatigue, and reduced breast cancer mortality as well as overall mortality. Most evidence arises from cohort trials, while there are also randomised controlled trials investigating the role of postoperative PA. 14 30 31 This study indicates that preoperative PA may also be of importance for recuperating from surgery, and hence for the patient to be able to initiate PA earlier.
Our aim was to investigate self-assessed recovery, mental and physical. After 6 weeks, the association between physical recovery and any of the lifestyle variables, including PA, had diminished into nonsignificant levels. This is probably explained by the fact that most patients felt completely recovered after 6 weeks, reflecting the mild physical trauma caused by breast cancer surgery. However, as stated above, studies with other end points such as quality of life 32 show a positive effect of increased PA. For self-assessed mental recovery, marital status seemed to have a stronger association than other lifestyle factors, emphasising the importance of one's social network when mentally coping with a malignant disease.
In this study, it was not possible to determine any factor influencing our primary end point: the time of sick leave. In Sweden, the entire working population is covered by national sick leave insurance. The rationale of choosing 3 weeks is due to the guidelines set by the National Board of Health and Welfare for breast cancer treatment where they advised patients treated with partial mastectomy to be on sick leave for approximately 3 weeks. In our study, 66% of patients were operated with partial mastectomy. Possibly, this cut-off was too short since one-third of patients were subject to enlarged surgery, with a recommendation of a longer time of sick leave. Also, the homogeneous time of sick leave found in our study may be the result of patients being offered sick leave at discharge with a given standard.
Women subjected to axillary lymph node dissection had a longer hospital stay and felt physically recovered to a lesser extent, which is in line with the current knowledge of the side effects of this operation. Smokers and patients with a higher level of alcohol consumption left the hospital earlier than non-smokers and patients with a modest alcohol consumption, possibly reflecting that these habits are not easily satisfied inside hospitals in Sweden.
The association of PA with physical recovery, shown in this study, is clinically relevant. The SGPALS offers the clinician important information, and may in the future be used to target patients in need of specific intervention. The results of this study add to the current knowledge of the health benefits of PA and can be used as an additional argument for increasing the level of PA in insufficiently active populations. In addition to the current knowledge that PA reduces the risk of cancer as well as the mortality after breast cancer treatment, this study indicates that increased PA may influence postoperative recovery.
Indeed, the above study shows that patients with an increased level of PA assess their physical recovery to be faster. Whether or not it is meaningful to increase PA before breast cancer surgery ( prehabilitation) remains to be studied. However, a recent study showed that prehabilitation managed to cause positive changes in postoperative functional exercise capacity after colorectal surgery. 15 To the best of our knowledge, this is the first study of sick leave/return to work after breast cancer surgery in relation to the preoperative level of PA. In orthopaedic surgery, prehabilitation has been analysed in relation to return to work and suggested to be advantageous. 33 In conclusion, being physically active has many positive effects for patients treated for breast cancer. This study adds to this knowledge by showing that a higher preoperative level of PA is associated with faster physical recovery. These findings have potential clinical implications, but need to be confirmed and expanded on in randomised controlled trials of preoperative PA interventions.
